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IN.T HE CLAIMS: 



Please amend claims 1-26 as Mows (Applicants have attached the claijns 
with markings to show changes made as an appendix): 



L A method of using a humanized antibody to alphas integrin in i tie 
manufacture of a medicament lor treating a disease selected from the group consistmgpf 
asthma, atherosclerosis, AIDS dementia, diabetes, inflammatory bowel disease, 
rheumatoid arthritis, transplant rejection, graft versus host disease, tumor metastasis, 
nephritis, atopic dermatitis, psoriasis^nyocardial ischemia, and acute leukocyte mediated 
lung injury, 

2, The method according to claim 1 , wherein the disease is asthma) 

3. The method! according to claim 1, wherein the disease is 



atherosclerosis. 



4, The method according to claim 1, wherein the disease is AIDS 



dementia. 



5. The method aci 

6. The method j 
inflammatory bowel disease. 

7. The methoi 
rheumatoid arthritis, 

8. The 

rejection. 



f to claim 1, wherein the disease is diabetc 
; to claim 1, wherein the disease is 

claim 1, wherein the disease is 

/to claim 1, wherein the disease is transplant 



9. The methodaccording tfy claim 1, wherein the disease is graft 
versus host disease. \ 

10. The method according to toaim 1 , wherein the disease is tumor 



metastasis. 



1 1 , The method according to claim 1 , wherein the disease is nephri 

12. The method according to claim 1, wherein the disease is atopic 



dermatitis » 
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; to claim 1, wherein the disease is adult 



13. Th& method according to claim 1 , wherein the disease is psoriasi 3, 

14. The qiethod according to claim 1 , wherein the disease is 
myocardial ischemia. 

15. The me\h^acpording to claim 1 4 wherein the disease is acute 
leukocyte-mediated lung 

16. The mi 
respiratory distress syndrome 

17. The method according to claim I, wherein the humanized antibci iy 
is a humanized form of the mouse 21 ,6\antibody. 

1 8. The method according to claim 1 7, wherein the humanized 
antibody comprises a humanized heavy chain and a humanized light chain: 

(1 ) the humanized light chain comprising three complementarity 
determining regions (CDR1, CDO and CDR3) having amino acid sequences from the 
corresponding complementarity detaraiining regions of the mouse 21*6 immunoglobul 
light chain variable domain designated SEQ ID No:2 4 and a variable region framework 
from a human kappa light chain variable region framework sequence except in at least 
one position selected from a first group insisting of L45, L49, L58 and L69, whereinihe 
amino acid position is occupied by the same amino acid present in the equivalent posit: on 
of the mouse 21-6 immunoglobulin light chain variable region framework; and 

(2) the humanized heavyychain comprising three complementarity 
determining regions (CDRl 5 CDR2 and CDR3) having amino acid sequences from the 
corresponding complementarity detennining rtgions of the mouse 21-6 immunoglobul 
heavy chain variable domain designated SEQ ID No:4, and a variable region framewo: k 
from a human heavy chain variable region framework sequence except in at least one 
position selected from a second group consisting 00127, H28, H29, H30, H44, H71, 
wherein the amino acid position is occupied by the sWe amino acid present in the 
equivalent position of the mouse 21-6 inmiunoglobxxlm heavy chain variable region 
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wherein thk humanized immunoglobulin specifically binds to alpha-4 
integrin with a binding afi^ty having a lower limit of abom lO 7 ^ 1 and an upper lim^ ; 
of about five-times the binding affinity of Ihe mouse 21-6 immunoglobulin. 

19* The method according to claim 1 8, wherein the humanized light 1 
chain variable region frameworks from an RE1 variable region framework sequence 
except in at least one position selected from the first group, and except in at least one 
position selected from a third groupy consisting of positions L104, L105 and L107, 
wherein the amino add position is occupied by the same amino acid present in the 
equivalent position of a kappa light chain from a human immunoglobulin other than BJfel . 

20. The method according to claim 19, wherein the humanized heav / 
chain variable region framework is from a 21/28'CL variable region framework sequeij ce. 

2 1 . The method according to claim 20, wherein the humanized light 1 
chain variable region framework comprises at least three amino acids from the mouse 
21 .6 immunoglobulin at positions in the first group and three amino acids from the kafjpa 
light chain from the human immunoglobulin other than REI at positions in the third 
group, and the humanized heavy chain variable region framework comprises at least fi^e 
amino acids from the mouse 21 .6 immunoglobulin at positions in the second group. 

22. The method according to claim 21, wherein the humanized light 
chain variable region framework is identical to the REI light chain variable region 
framework sequence except for the at least three positions from the first group and die; 
three positions from the third group, and the heavy chain variable region framework is' 
identical to the 21/28 f CL heavy chain variable region framework sequence except for tjie 
at least five positions from the second group. 

23* The method according to claim 22, wherein at least three positions 
from the first group are positions L45, L58 and L69, and die at least five positions frorj i 
the second group are positions H27, H28 s H29, H30 and H71 . 

24. The method according to claim 23, wherein the humanized light 
chain comprises complementarity determining regions that are identical to the 
corresponding complementarity detennining regions of the mouse 21-6 heavy chain, aid 
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